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CLAIMS 

1. A ^method for protecting proliferating normal 
cells in an. in vitrp- culture, conprising said 
proliferating nprtnal cells and tumor cells having an 
inactive p 5 3, pathway/, from the eradicative action of a 
chemotherapeutic. compound - (class B .compound); which has 
tlie capability of ' 

exerting a cytotoxic action toweird actively 

proliferating cells, 

not- .affecting survival and- proliferative 
potential of interphase, cells and . . • ' • 

. - being . selected . from the group - consisting of 
■ ■ -. . folate '■. 

.inhibitors, .nucleoside'. analogues, nucleotide 
syntesiis .inhibitors, vinca. alkaloids, taxanee, 
colchicine !derivatives , podophillotoxin derivatives, 
and tapoisQirierase inhibitors, 

said method comprising administering to said culture 
the chemotherapeutic. compound in. combination with a 
protective compound . .(cia.ss A . compound) having the 
capab;ility ;of : " " • . . .- 

-. • reversiiaiy inhibiting cytodieresis . of ■ normal 
. cel j-e, _ 

- non- inhibiting the biological action of said 
chemotherapeutic compound and, 

- ■ being sel|ected . from the group consisting of 

. cytochalasins, with the exclusion of cytochaiasin B, ' 
jasplakinolides; . chondramides, isoindolinones, and 
latrunculinea , 

wherein a .pre- treatment with said protective 
compound, ife carried put before the combined treatment 
with Olaas A and class B compounds and 

. • the. administiratidn . of said protective compoiind 
•resulting in" the . protection of : at leasf part. of. said 
■prblif gjratihg -normai .cells. 

2. The method according " to claim i, wherein. the pre- 
trea^iment with the- protective cotnpound... results, in the 
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arredf at interphaee of .at. least part* of said normal 

■'cells,- 

3. The method according .to claim 1 or 2,. wherein, 
•after the combined treatment > a post treatment is carried 
. out inrjluding interrupting the administration of said 
class . B compound and. washing said class . B compound off 
the culture while maintaining the administration of* said 
class A compound. 

• -.4. The method according to ^ any of claims 1 to 3, 
wherein the combined treatment is carried put for a time 
. gireat.er than or' equal * to the ceil cycle duration of said 
turgor cells having an inactivated p53 pathway. . 

.5, . The method... according to any. of claims 1 to 4, 
wherein the prei-tri?atment . is carried out for. .. a time 
15 greater -than or equal .to the cell cycle, duration of said 
•.proliferating normal -.cell , 

6.. The method ■ accordix^g to any of claims 3 to 5, 
wherein said washing' step is carried out for a time 
■ greater than or equal to 3 hours. 
20' .-7. The method .according to any of claims .1 to 6, 

' . wheirein- .said, combined .^treatment, pre -treatment ' and/or 
post -treatment • i:e repeated twice or • more.. 

8. The method": .according to any of claims 1 to 7, 

• wherein said protective • compound is selected from the 
25 • group consisting' of" the cytochalasin ' . / d, 
" ' dihydrocytochalasiiivB,,. jasplakinolide, chondramide B and 
latrunculin B. ' - • 

9. The method .according . to. any of claims 1. to 8, 
wherein .said chemotherapeutic compound . is selected from 

. the: group consisting of trif luorothymidine, . cytarabine, 
- 6-t:hioguanine, 6-mercaptoputrine, gemcytabine, 

• V^f ludarabine, floxuridine, ' ftorafur, methotrexate, 
trd^metrexate, raltitrexed, .edatrexate, lometrexol, 
. -hydroxyurea, vincristine, vinblastine, vinore.lbin, 
35 :virideaine, paclitaxel, docetaxel, irinotecan, topotecan, 
;9ramino-S(20) -camptqthecine- 
.l.o; The method; according to any of claims i to 9, 
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Wherein C3HipTl/2 celisj or: cells derived ' therefrom- are 
■ Ujseji as model cells i ' . : • 

. 11. The method according tb any of cla:ims l to- 10, 
wherein C.3H10T1/2 cells' or cells • derived therefrom are 
5 liae^a as model cells . for iidentifying ...a. protective cotnpouhd 
•and/or a chemptherapeutiic compound. 

: 12.; . Use of aV compound ■ selected ■ from the > group- 
. .(^r^isting of cytochaiasins, - with' the exclusion of ' 
qytbchalasin . b, • . jasplakinolidea, chondratnides , 

isoindpl-inones , and latpnculineis , haying- the capability 
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- • .reversibly ii^ibiting cytodieresis.. of riormal 
celiLs and • 

non- inhabiting the . biological action of a 
chemotherapeutic compound,, which has the. capability 



. ! exerting . a ciytotoxic action toward actively 

: ... proliferating cells, : .- . 

-. ■ not . affectir^g survival; ■ and proliferative 
potential" of ihte.rphasei' ceils and • ■ - • ■ 
: - being ..selected from the group, consisting of 
... folate inhibitors, nucleoside analogues, nucleotide 
syhtesis inhibitors, vinca - alkaloids, . taxanes, 
; colchicine derivatives, ppdophil lot oxih derivatives, 
and topoisomerase inhibitors, 
for the preparation of a medicament for protecting 
normal cells from the eradicative action, of said 
. chemotherapeutic coiTpo.und in a treatment of a tumor . form 
• - .. ha'ying an inactivated p53 pathway.. 
30 -■ _ '.L?: The use according to claim'. 12, wherein the 
cotnbined treatment with the protective compotmd and the 
'.chSmo therapeutic compopid .follows a pre- treatment with. 
- the protective compound aloiie.. 

;;. 14.. The us« according, to- claim 13, wherein the pre - 
..;trjeatment is carried; put for a" time .greater than or equal 
>tp the cell cycle., duration of said proliferating normal 
rceOil^. ' .! ' - - ' . . 
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. .^5 . Use according to any of claims 12 to 14 , wherein 
said' ; tumor form .is a tumor form having, a low 
.proliferating potential, 
6 16, Use according- to any: of claims 12 to 14, . wherein 

•.. said ;tumor. form is- an hyperproliferative lesion caused by 
' papillomavirus, • ' 

17. Use of a protective compound- as. defined iii claim • 
12 for. .the . preparation of a "medicament for . protecting 
10- noiTTnal cells . from, the eradieative . action of.- a 
Qhemotherapeutic . compound in a . treahment'. of 
• pathblogical infection caused by microorganisms 
displaying no p5 3 function. .. 

. 18,; Use., of a. protective compound . as defined, in 
claitiis 12 - for the preparation of a medicament for 
prevJsnting . and. trisating' halbpecia associated to a 
systemic . treatment with a ohemotherapeutic compound as 
•def ined in .claim 12 . ... 

19. A pharmaceutical composition comprising, a 
thejrapeutically effective -amount of a. protective compound 
as defined in claim 1, a therapeutically effective amount, 
of a: chdmo therapeutic compound as defined- in claim 1. and 
a phartnaceutically -. acceptable vehicle, carrier pr- 
auxiliary. agent, wherein the release of the 
. Chemother apeutic compound, is retarded with respect to the 
release of the protective compound., 

• 20. A pharmaceutical composition according to claim 
1'9 wherein" said protective compound is selected from the 
.^rdup consisting . . ' of the . cytochalasin D, 
•dihydrocytochalasin ;B, jasplakinolide, chondramide b and 
■ latruhculin B. 

21. The pharmaceutical coitposition according to any 
of . claims 19 or ^20., wherein said chemotherapeutic 
. compourtd is selected from the group consisting of 
35 .trif luorothymidine, cytarabine, 6 - thioguanine , 6- 
mercaptoputrine, gemcytabine, f ludarabine, . floxuridine, 
ftorafur, methotrexate, . trimetrexate, raltitrexed. 
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■ . IpmetrexQl, • ' hydrdxyurea , vincristine, 

;. ■ vir^IaBtine; vinorelbin, . vindeiaine, ' paclltaxel ' 
docetaxel, irinotecan, . topotecan, . 9-amino-S (20) 1 
; caTttptothecine 

^ ■. " ■ . ■ " ;22. -A kit" of parts for selectively eradicating cells 
having an inactive p53 pathway, incl selectively protecting 
:P*'9lifea?at:ihg normal cells comprising: • 

.. - a: protect iye. cpngpound as defined in claim I'.and 
.- a chemotherapeuti-c compound = as defined in claim 

■^0" •• ' • • • .: ■ . ■• • ■ .;. • 

. for the sequential use of . the protective confound 
: fitatly : and theii ■ the • association .. of ' the protective 
• compound and the chemotherapeutic compound in an .in vivo 
; and/or. ear vivo therapy . of a tumor form having an -inactive 
•15 pS3 pa.thway. 

•.23 . A Icit of . parts according, to ' claim . 22 , vherein 
said •. protective- compound is . selected from the group 
cqnsiistihg of the cytbchalaBin dihydrocytochalasin b/ ' 
. ja.3.pTakinolide, ' chpndraimide B ^hd latrunculin B.. 
20 . 24. A .kit O^ parts according to . any of claims 22 or 

• 23", . wherein . said chemotherapeutic compound is selected 
f r;om . . the group consisting ! of • trif luorothymidine, 
•• . cytaxabine, . ^-thloguanine. 6-mereaptoputrine,. 

gemcyt alpine, . fludarabine, . floxuridine, . ftorafur, 
25, , methotrexate. trimetrexate, ■• raltitrexed", edatfexate, 
lometrexol, hydroxyurea, . vincristine, vinislaatine, 
.. vinorelbin, vindesine, pacTitaxel, docetaxel, irinotecan, 
■•■.topotecan, .9-amino-S (20) -camptothecine . 
;.; ■ : 2S. A kit of parts according to • any of claims. 22 ■• to" 
^H" .'. • ■•.24 wherein said tumor form is a hyperproliferative lesion 
cauiaed by papillomavirus infection. 

26, A kit of iparts according to any of claims 22 to 
> for. sequential , use in the- therapy of a pathological 

-. irifedtion associated to a . microorganism having no p53 
35 ;. •. f.\4ncfcibri, wherein the administration of the combined 
compqunds. follows the administration of the protective 
•"compound . alone . . 
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: . .27. .A kit of parts according to any of claims. 22 to 
.24"; for eelectiveiy .eradicating, ceils having an inactive 
.Pp? • function . ouid selectively protecting proliferating 
.•.normal cells . jEor sequential use in. the . method according 
• 5.: tq! any of ■•claims 1 to ll'. • 
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